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AMKNDMENTS TO THE CLAIMS 

1. (Currently Amended) A phazmaceutical composition comprising 
a nucleic acid containing a nucleotide sequence encoding the 
primary amino acid sequence — a protein oontaining the — — Cyo 
knot — rocTion ■ GDF-15 protein of the TGP-/3 super family or a 
functionally active derivative or part thereof having at least a 
neurotrophic effect on DAergic neurons, wherein the gene coding 
for the protoin cont pining the 7 Gyp Icnot region GDF-15 protein 
of the TGF-jS superfamily is transcribed and/or translated in 
neurons and glial cells, or a vector containing at least the 
nucleic acid or a protein encoded by the nucleic acid or an 
antibody or a functional fragment thereof directed against the 
protein or an antagonist directed to the protein or an agonist 
as a substitute for the protein^ optionally in combination with 
a pharmaceutically acceptable carrier and/or diluent, for the 
prevention and/ or treatment of neurodegenerative disorders in 
mammals . 

2. (Original) The pharmaceutical composition acid according to 
claim 1, wherein the neuron and glial cells are of mammalian 
origin- 

3. (Currently Amended) The pharmaceutical composition according 
to claim 1, wherein the protein containing the 7 Cyo -knot — region 
GDF-15 protein of the TGP-jS superfamily protects against 
neurodegenerative events. 

4. (Original) The pharmaceutical composition according to claim 
3, wherein the neurodegenerative event is mediated by oxidative 
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damage and/or free radical damage and/ or mediators eind/or 
executors of neuronal death programs . 

5. (Original) The pharmaceutical composition according to claim 
4, wherein the mediators of the free radical damage are selected 
from the group consisting of iron/ NO donors, and other free 
radical donors, and the mediators and executors of neuronal 
death programs are selected from the group consisting of 
caspases and pro- and anti-apoptotic members of the bcl-2 
family. 

6- (Previously Presented) The pharmaceutical composition 
according to claim 1, wherein the nucleic acid comprises at 
least the nucleotide sequence shown in Fig. 7A or the nucleotide 
sequence shown in Fig. SA or nucleotides 40 to 333 of the 
nucleotide sequence shown in Fig. QA or mutants thereof leading 
to the expression of functionally active polypeptides, 

7. (Previously Presented) The pharmaceutical composition 
according to claim 1, wherein the protein encoded by the nucleic 
acid comprises at least the primary amino acid sequence shown in 
Fig. 7B or the primary amino acid seqrience shown in Fig. 8B or 
amino acid residues 14 to 111 of the sequence shown in Fig. SB 
as well as homologs thereof having conservative amino acid 
substitutions . 

8. (Previously Presented) The pharmaceutical composition 
according to claim i, wherein the mammal is a human. 
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9. (Previously Presented) The pharmaceutical composition 
according to claim 1, wherein the neurodegenerative disorders 
are selected from the group of acute and/or chronic neurological 
and psychological disorders. 

10- (Original) The pharTnaceutical composition of claim 9, wherein 
the neurological and psychological disorders are caused by 
stroke, parkinson's disease, Alzheimer's disease or other 
dementias, infections of the CNS and psychiatric disorders 
associated with disturbances in CNS transmitter systems, 

11. (Original) The pharmaceutical composition according to claim 

10, wherein the psychiatric disorders are selected from the 
group consisting of depression and schizophrenia. 

12 . (Previously Presented) The pharmaceutical composition 
according to claim 1, further comprising one or more agents 
having neurotrophic activity or functionally active derivatives 
or parts thereof. 

13. (Original) The pharmaceutical composition according to claim 
12, wherein the agent is a cytokine. 

14. (Original) The pharmaceutical composition according to claim 
13/ wherein the cytokine is selected from the group consisting 
of GDF, GDNF, TGF, activins, BMP, BDNF, NGF, EGF, CNTF and FGF- 

15. (Currently Amended) A diagnostic kit comprising a nucleic 
acid containing a nucleotide sequence encoding the primary amino 
acid sequence of a protein— e€>ftfeaining the 7 Cys Icnot region GDF- 
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15 protein of the TGF-/3 superfamily or a functionally active 
derivative or part thereof having at least a neurotrophic effect 
on DAergic neurons, wherein the gene coding for -^te — protein 
e entaining — the 7 — Q ya - Imot — region GDF>15 protein of the TGF-^ 
superfamily is transcribed and/or translated in neurons and 
glial cells, and/or a vector containing at least the nucleic 
acid and/or a protein encoded by tbe nucleic acid and/or an 
antibody or a fvinctional fragment thereof directed against the 
protein, for the detection of neurodegenerative disorders in 
mammals . 

16. (Original) The diagnostic kit according to claim 15, wherein 
the neuron and glial cells are of mammalian origin. 

17. (Currently Amended) The diagnostic kit according to claim 
15, wherein the protein Qon fea- a r nincT the 7 Cyo knot region GDF-15 
protein of the TGF-jS superfamily protects against 
neurodegenerative events. 

18. (Original) The diagnostic kit according to claim 17, wherein 
the neurodegenerative event is mediated by oxidative damage 
and/or free radical damage and/ or mediators and/or executors of 
neuronal death programs . 

19. (Original) The diagnostic kit according to claim 18, wherein 
the mediators of the free radical damage are selected from the 
group consisting of iron, NO donors, and other free radical 
donors, and the mediators and executors of neuronal death 
programs are selected from the group consisting of caspases and 
pro- and ant i-apopt otic members of the bcl-2 family. 
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20. (Previously Presented) The diagnostic kit according to 
claim 15, wherein the nucleic acid comprises at least the 
nucleotide sequence shown in Fig. 7A or the nucleotide sequence 
shown in Fig. 8A or nucleotides 40 to 333 of the nucleotide 
sequence shown in Fig. 8A or mutants thereof leading to the 
expression of functionally active polypeptides. 

21. (Previously Presented) The diagnostic kit according to 
claim 15, wherein the protein encoded by the nucleic acid 
comprises at least the primary amino acid sequence shown in Fig. 
7B or the primary amino acid sequence shown in Fig. 8B or amino 
acid residues 14 to 111 of the seqpience shown in Fig, SB as well 
as homologs thereof having conservative amino acid substitu- 
tions . 

22. (Previously Presented) The diagnostic kit according to 
claim 19^ wherein the mammal is a human. 

23- (Currently Amended) The pharmaceutical composition according 
to claim 2, wherein the protein containing the 7 C:y^ - fe j- K»t .- ■ region 
GDF-15 protein o f the TGF-/S superfamily protects against 
neurodegenerative events. 

24, (Currently Amended) The .diagnostic kit according to claim 
16, wherein the pyot--n.Sn r!onr-aining the 7 Cyo -l u iot region GDF-15 
protein of the TGF-i3 superfamily protects against 
neurodegenerative events . 

25. (Currently Amended) The pharmaceutical composition according 
to claim 2, wherein: 
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the r-rr.t-r.nrn o^nf i ni ng i^iiQ 7 - CvD IcHot rcqjon GDP-15 p r otein of 
the TGF-jS 

superfamily protects against neurodegenerative events; 
the neurodegenerative event is mediated by oxidative damage 
and/or free radical damage and/or mediators and/or executors of 
neuronal death programs; 

the mediators of the free radical damage are selected from 
the group consisting of iron, NO donors, and other free radical 
donors, and the mediators and executors of neuronal death 
programs are selected from the group consisting of caspases and 
pro- and anti-apoptotic members of the bcl-2 family; 
either the nucleic acid comprises at least the nucleotide 
sequence shown in Fig. 7A or the nucleotide sequence shown in 
Pig. 8A or nucleotides 40 to 333 of the nucleotide sequence 
shown in Fig. 8A or mutants thereof leading to the expression of 
functioiially active polypeptides; or the protein encoded by the 
nucleic acid comprises at least the primary amino acid sequence 
shown in Fig. 7B or the primary amino acid sequence shown in 
Fig. BB or amino acid residues 14 to 111 of the sequence shown 
in Fig. 8B as well as homologs thereof having conservative amino 
acid substitutions; 

the mammal is a human; 

the neurodegenerative disorders are selected from the group 
of acute and/or chronic neurological and psychological 
disorders; 

the neurological and psychological disorders are caused by 
stroke, parkinson»s disease, Alzheimer's disease or other 
dementias, infections of the CNS and psychiatric disorders 
associated with disturbances in CNS transmitter systems; 
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the psychiatric disorders are selected from the group 
consisting of depression and schizophrenia; 

the agent is a cytokine selected from the group consisting of 
GDF, GDNF, TGF, activins, BMP, BDNF, NGF, EGF, CNTF and FGF; and 

further comprising one or more agents having neurotrophic 
activity or functionally active derivatives or parts thereof. 

26. (Currently Amended) The diagnostic kit according to claim 
16, wherein: 

the pyritoin r!Qnt:aininq the 7 Cva Imot rCQion GDF-IB protein 
of the TGF-jS superfamily protects against neurodegenerative 
events ; 

the neurodegenerative event is mediated by oxidative damage 
and/or free radical damage and/or mediators and/or executors of 
neuronal death programs; 

the mediators of the free radical damage are selected from 
the group consisting of iron, NO donors, and other free radical 
donors, and the mediators and executors of neuronal death 
programs are selected from the group consisting of caspases and 
pro- and anti-apoptotic members of the bcl-2 family; 

wherein the nucleic acid comprises at least the nucleotide 
sequence shown in Fig. 7A or the nucleotide sequence shown in 
Fig. 8A or nucleotides 40 to 333 of the nucleotide seq[uence 
shown in Fig. 8A or mutants thereof leading to the expression of 
functionally active polypeptides; 

the protein encoded by the nucleic acid comprises at least 
the primary amino acid sequence shown in Fig. 7B or the primary 
amino acid sequence shown in Fig. 8B or amino acid residues 14 
to 111 of the sequence shown in Pig. 8B as well as homologs 
thereof having conservative amino acid substitutions; and 

-8- 

USIMCUITBH. ffCHURCZN. 
<rh<?NRBIH t LmOVTCt LL9 
T^. (617) S42-239Q 

PAGE 1(1114* RCVD AT 7ii6120(l4'4:i3:09 PM [Eastern Daylights 



07/16/2004 1 6:13 FAX 16 17695 0892 



WSGL . 



0)011 



Application No, 10/009,431 
Filed: February 13, 2002 
Group Art Unit: 163 6 
Conf irtnation No* : 2347 



the maiTimal is a human. 
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